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Fixed eruptions are described by Andrews: (1) as "circumscribed lesions which persist
or persistently recur at the same site over a period of months or years." Among the many
drugs causing such eruptions are phenolphthalein, some coal tar products, arsenicals, some
of the heavy metals and sulfonamides, to mention only the more common ones. In most
standard textbooks of dermatology sulfonamides are mentioned as one of the more com-
mon causes of fixed eruptions From this one might assume that the occurrence of fixed
eruptions from the sulfonamides is quite frequent. The scarcity of reports in literature does
not bear this out.
Shortly after the introduction of the sulfonamides reports appeared citing various types
of dermatitis following their administration. Menville and Archinard (2) reported four
cases, in 1937, believed by them to be due to a combination of sulfonamides and photosensi-
tization. In the same year Newman and Sharlit (3) were able to reproduce eruptions at will
by the conjoint administration of sulfonamides by mouth and ultra-violet irradiation to
the skin. Tedder (4) reviewed the entire problem of dermatoses due to sulfonamides and
reported that a very wide variety could occur. The work of Epstein (5) in 1939 an of Blum
(6) in 1941 established pretty firmly that photosensitization played a major role in many
of the sulfonamide eruptions. However, this was only one of the many types of dermatoses
reported by Combes and Canizares (7) as caused by the sulfonamides. Loveman and Simon
(8) appear to have been the first authors to have called attention to a case of a fixed eruption
due to a sulfonamide. They were able to reproduce the lesions at the exact site of the initial
occurrence by readministration of the drug.
Since this last report, there have been only very occasional cases reported which can only
mean that fixed drug eruptions from any of the sulfonamide drugs is a relatively rare oc-
currence. Goodman and Arthur (9) reported one such case in 1941. The ease cited by Direc-
tor (10) in 1943 might be questioned as having been a true fixed eruption since it recurred
on the neck but not in the identical spot on the neck. Dostrovski and Sagher's (11) case was
unusual in that the site involved was originally the location of a herpes simplex. Freeman
(12) in 1944, reported a fixed eruption on the dorsum of the right thumb of a young physician
who took sulfonamides repeatedly for a chronic sinusitis. Peterkin (13) in reviewing 500
cases of sulfonamide eruptions records only one instance of a fixed eruption. Cole (14) re-
ported three cases in 1946, of vesicular eruptions in the mouth and on the penis following
the ingestion of sulfonamides. The editors (15) of the Yearbook of Dermatology and Syphil-
ology for 1947 rightfully question whether in these cases the sulfonamides might not have
acted as a trigger mechanism for herpes simplex.
Thus, in a period of about twelve years, since the introduction of the sulfonamides, the
author has been able to uncover only eight cases reported as true fixed drug eruptions due
to the sulfonamides and of these four are open to question in so far as being actual examples
of true fixed eruptions. In view of this rarity the author wishes to report a ease of a fixed
eruption which complies with all the necessary criteria for such a diagnosis.
CASE HISTORY
A thirty-three year old white male had been taking various of the sulfonamides, period-
ically, for a chronic maxillary sinusitis since 1942 with no untoward effects until December
1948 when he took twenty grains of sulfadiazine because of an exacerbation of his sinusitis.
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The morning after taking this medication there was noticed a pruritic, erythematous
circinate lesion about two centimeters in diameter over the dorsum of the proximal inter-
phalangeal junction of the right thumb. This became dusky over the period of a few days
and began to exfoliate in the center. Slight pigmentation remained at the involved site for
almost a month after the onset of the lesion. The possibility of sulfadiazine being the causa-
tive agent was considered at this time. When all the signs of the eruption had disappeared,
a dose of Eskadiamer® containing the equivalent of ten grains of sulfadiazine and ten
grains of sulfamerazine was taken by the subject. About two hours following the ingestion
of this dose of the medication slight erythema appeared at the site originally involved ac-
companied by mild pruritus. By the following morning this area had become elevated and
quite red. The lesion followed the course of the original one on the thumb and the skin re-
turned to normal appearance after about three and one half weeks.
This course seemed to substantiate the original suspicion concerning the role of the
sulfonamides. To rule out the factor of photosensitization, which had been proven by at
least two investigators and to attempt to determine the exact portion of the molecule
which was responsible for this phenomenon, the involved site on the thumb was protected
from exposure to ultra-violet for twenty-four hours by keeping it completely covered with
a light-proof dressing. With the dressing still in place twenty grains of sulfadiazine were
taken by the subject. Forty minutes after the ingestion pruritus was noticed under the
site of the light-proof dressing. Inspection revealed an area of erythema identical with the
former area of involvement. By the same evening, when the dressing was removed, a raised
lesion was present similar in all respects to the earlier involvement on the thumb. In ad-
dition there was an area of erythema about one inch in diameter on the left side of the
lower third of the penis.
This was accompanied by slight pruritus. Urinary frequency persisted for about twenty-
four hours but was not accompanied by hematuria gross or microscopic. The course of the
lesion on the thumb followed that of the previous involvement except that this time it took
longer to resolve completely. The penile lesion resolved in four days except for slight re-
sidual pigmentation.
At what was judged to be the height of severity of this exacerbation, blood was drawn
from the subject and serum prepared for Prausnitz-Küstner passive transfer test. The
serum so prepared was injected into the volar aspect of the forearm of a normal subject.
Twenty-four hours later this recipient took twenty grains of sulfadiazine by mouth. No
signs or symptoms of any kind developed at the test site.
On May 6, 1949 the subject took twenty grains of para-aminobenzoic acid by mouth
with no sequelae. He then took twenty grains of sulfamerazine on May 13, 1949. Thirty min-
utes later there was a sensation of tingling and erythema at the usual site on the thumb.
After an hour there was definite itching. Six hours after taking the drug there was a quarter
sized area of edema and intense redness. There was moderate urinary frequency and pain
over the kidney areas. The subject felt drowsy and slightly nauseated. After about three
days there developed on the proximal portion of the lesion on the thumb a crescent shaped
bulla which ruptured leaving a denuded area about one half centimeter in diameter. The
remainder of the area turned a deep red and the skin took much longer to return to normal
appearance than it had on previous occasions.
COMMENT
It had been the plan of the author to test the subject with all of the sulfonamides and other
related chemicals in an attempt to identify exactly the radical to which he had become sensi-
tized. In view of the increasing severity of the signs and symptoms, the involvement of
the penis and definite urinary frequency, it seemed advisable to halt the investigation.
The sensitized area had been activated on four different occasions, twice by sulfadiazine,
once by a mixture of sulfadiazine and sulfamerazine and once by sulfamerazine alone.
Para-aminobenzoic acid had no effect. Inspection of the structural formulae of the corn-
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pounds with which the subject was tested leads to the conclusion that he had become sensi-
tized to the NH2S— radical. Whether the pyrimidine ring was essential to cause
the reaction remains problematical because both sulfadiazine and sulfamerazine have this
configuration in their molecules. Unfortunately sulfamerazine differs from sulfadiazine
only in that it has methyl group attached to the pyrimidine ring. It might very well be that
the patient is sensitive to para-amino N2 pyrimidyl benzene sulfonamide or its derivatives.
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CONCLUSIONS
A case of a true fixed eruption to sulfonamides is reported. The factor of photosensitiza-
tion seems to have been satisfactorily ruled out. Continued ingestion of the causative drug
appears to have elicited symptoms of increasing severity which precluded continuation of
the investigation.
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